This Page Is Inserted by IFW Operations 
and is not a part of the Official Record 



BEST AVAILABLE IMAGES 

Defective images within this doeument are accurate representations of the 
original documents submitted by the applicant. 

Defects in the images may include (but are not limited to): 

• BLACK BORDERS 

• TEXT CUT OFF AT TOP, BOTTOM OR SIDES 

• FADED TEXT 

• ILLEGIBLE TEXT 

• SKEWED/SLANTED IMAGES 

• COLORED PHOTOS 

• BLACK OR VERY BLACK AND WHITE DARK PHOTOS 

• GRAY SCALE DOCUMENTS 

IMAGES ARE BEST AVAILABLE COPY. 



As rescanning documents will not correct images, 
please do not report the images to the 
Image Problems Mailbox. 



o 



o 



31671 E/16 A96604 SAS A/ 29.08.80 

SASAKI T .J5 7042-632 

29.08. 80.JP.n9313 (10.03.82) A61 k-35/24 A6I k-37/02 
Double stranded DNA . 0-giutoric ocid-D-lysine copolymer adduct - 
used for treating outorimmune diseoses, esp. systemic lupus 
erythema tod es 
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Adduct of double-atranded DNA with D-glutamic acid-D- 
lysine copolymer is new. The adduct (dsDNA-D-GL) has the 
following physico-chemical properties: (i) appearance: 
amorphous white powder; (ii) mpt. 263-4*C (dec); (iii) 
solubility: soluble in H2O. O.OIM phosphate buffer, aq. NaCl; 
insoluble in MeOH. EtOH, BuOH. MezCO. EtOAc. CHClj; (iv) 
specific rotation: fa + 36.67*; (v) acidity: pH 5.8-6.0 
(1.2% aq. sola.); (vi) colour reaction: positive to a-naphthol, 
diphenylamine, cysteine H,S04. indole. Feuigen' s, biuret. 
Cl-ECI. and Cu-Folin reactions; negative to Lieberman's, 
Zimmerman, and FeClj reactions; (vii) elemental analysis: 
C 42%. H 6%. N 13%; and (viii) characteristic IR and UV 
spectra. 

USE/ADVANTAGE 



autoimmune diseases, particularly systemic lupus 
erythematodes. dsDNA-D-GL may be administered orally, 
subcutaneous ly or intraperitoneally at a single or in divided 
doses as an aq. soln. of 10-50 mg/ml once or several times 
a week. 

PREPARATION 



dsDNA-D-GL specifically induces immunological 
tolerance for double -stranded DNA (dsDNA) to decrease 
daDNA antibody titre and cell number in dsDNA antibody 
production, and is effectiv e in treatment or prevention of 



DNA, commercially available or extracted from animal 
tissues, is treated ultrasonically in order to make the size 
uniform, and then with nuclease to give dsDNA. dsDiNA is 
oxidized with NalO* in HjO or a buffer soln. under cooling orj 
at room temp, for 1-2 hr. The lysine copolymer (D-GL) in | 
the same solvent as above is added (excess NaI04 is 
removed by addition of ethylene glycol) at pH 8-10 under 
cooling or at room temp, for 1-12 hr. The product is then 
reduced with NaBH* to give the adduct. which may be 
purified by gel filtration or chromatography using ion 
exchange resins. (3ppW52) 
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